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1 . For the iasi seven years, I Imve been empkned as a scientist at .■■\mgt;n Inc., and 
cnrrently am a Principal Scientist. I hold a Ph.D. in lniuu!noiog\ from the N4ayo 
Clinic in Rochester, Minnesota, and performed post-doctoral research at L'Cl .A in 
the Department of Hematology. 

2. 1 make this declaration to describe the results oFcxpcrimcnts that I directed. In 
these experiments, we assayed the activity of several proteins in a complement 
mediated cylotoxity fCOC ) assay and an antibody dependent cellular c>'Uitoxicit\ 
(.•\DCX1 assay. These proteins v.cre etanerccpt (the cxtracelinlar domain of the 
p75 TNi- receptor fused to all of the hinge, (,'F12., and C'M.> domain.s ofan lg(ii 
hea\y chain constant region), intliximab (a chimeric anti-TNF antibody), 
adalimumah {a human anti-TNF' antibod> ), and t\^o different alternative fusion 
protein.s named .3,50 and Delta 57, 

3. The amino acid sequcnec of fusion protein 3.5D is shown on F'xhibit A. This 
iiision protein has amino acids ! to 163 of the mature p75 TNi" receptor fused via 
a 27 amin.o acid gl>cine-rich linker {in hold t> pe) to a portion ofan jgOl hinge 
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domain, nnd al! of'an IgGi C\\2 and CM3 domain. This constrnct is missing the 
first 5 amino acids of ike hinge domain ():i)i^K,SC}. 

4. The amino acid seqisence of fusion protein Delia 57 is shown in Lixhibit B. Tins 
fusion protein has amino acids i to 1 7') of the mature p75 TNF receptor fused via 
a 27 amino acid glycine-rich linker (in hold type) to a portion of an IgGi hinge 
domain, and ail of an IgG 1 CH2 and CH3 domain. Thus this construct is also 
missing the (Irst 5 amino acids of the hinge domain (EPKSC). 

5. Exhibit C shows the results of a CDC assay. In this assay, MT-3 ceils, whicii are 
Ci 10 cells engineered to stably express TNFg on their surface, are combined with 
varying amounts of the TNF antagonist test protein (as indicated) for ,)0 minutes 
at 4''C. The cells and test protein were then incubated with human compieinent- 
rich seruin CQuidel) to a final concentration of 14%, for 2 hours at 37''C. Th.e 
degree of eel! death was determined by analysis of propidiiim iodide uptake by 
ilow cytometry, and the value obtained from untreated sample \\as sisbtracted 
from the experimental total shosvn. Of the tlve proteins tested, only ctanerccpt 
consistently showed lower CDC activity in die presence of active complement- 
rich seritm. 

6. Exhibit D shows the results of two ADCC assays using purified donor jjeripheral 
nwnoiuiclcar cells ( i*BMCs) from two different donors as effector ceils. !n this 
iissay^ 'die target cells were MT-3 cells that have been detached from tissue culture 
piates and labeled with membrane-integrating pKl i67dye. PBMCs were mixed 
with vvVV-Z eelis at 25:1 (effector : target) ratio and inciibated with varying 
concentrations of the I KY antagon!,sts for 4 hoiirs at ZT'C. atkr which 7AAD was 
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addcJ lo the cells to measure cell death. Hie percent ADCC was ealcuKitcd lising 
the folknvine equation: 1 - C'/o pKH67' cells in test niolcciilc treatetl sanipit/ % 
piNH67' ceils in unirc.itod sample) .\ U)0 t he results from these t\so experiments 
varied somewhat. The \ariation m.i\ Lie due to the tact that the FBKK's used .is 
ctTcctCir cells in these tv\o CKperimcnts came iroin different donors. \ iowevcr, the 
resiihs trom samples containing etanercept were consistent in that the isniount of 
.'\1)CC detected was comparable to that induced hy a random control antibod) 
(anti DNP hlgG I ) that does not bind TNF. lini^,, these results indicate that 
ctanorccpi mediates little or nti ADCC. 
7. \ tin-ther declare thai all siaiements nutde herein ot'm> own know ledge are true, 
that all statements made on inlbrmation and heliel are belicncd to be true, itnd that 
these statements \scre made with the knowledge that willSul Taise statements and 
the like so made are punishable b> line or impri^i>nment, or both (1 H 1 i.S.C. 
10i)[), and nia> jeopardize the Miiidit% of the application or any patent issuing 
thereon. 

i)^ued; „_i>:li. , i:: IP U > - ^ - ' ' 'V:^ 
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EXHIBIT A 
Protein 3.5D 

!paqvafipyapepgsttrlreyydqtaqmcoskospgqhakvillktsdSvcdscedstySqi\v 
qacireqnriclcrpgwycalskqegcricaplrkcrpgfgvaipgteLsdvYckp 

gssggniisgggsggg«nsdkthtcppcpape!iggpsvflfppkpkdt!misi1pevtcvvvdvsliedpevkfn\vyvdgvtv 

linaktkpreeqynstyrvvsvltvlhqdwlngkeykckvsnkfilpapiektiskakgqprepqvylippsreeiiito^ 

kglypsdiavcwcsngqpennyktlppvSdsdgsrnyskltvdksrv^qqgnvtscsvmlu^allinh^^^^^^^ 



EXHIBIT B 
Protein Ddta S? 



lp:K|vaiipyapepgsicrlreyydqtaqiTiccskcspgqiKikvJctktsdtvcdsccdstykj]vvrnvvpeclscgs^ 

qactreqnrick'rj>g\vycalykqegcrlcaplrkcrpgrgvarpgtetsdvvckpcapgU'snttS'^;diciphqic!n'va 

mdavctggiuisggsggssggniisgggsgggnflsdkilucppepapeliggpsvllfppkpkdllinisrtpevtcvvvdvshc 

dpcvkfn\vyvdgvovhnaktkprccq\'nst\TVVSvltvilKidvvlngkcykckvsiikaipapickiiskakgqprepqv 

psrt'emtknqvsitclvkgfypsdfavcuvsngqpennykttppvidsdgslllyskltvdksrwqqgnvfscsvmh 

ytqksislspgk 
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